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IN THE CLAIMS 

Please cancel claims 2A, 1 1, 14, 17, 19-21, 54-55, 64, 79, 86-87, 89-92, 94, 96-103, 
105-107, 111-112, 119, 122, 127-129, 131-134, 136, 138-15 1, and 153-165. 
/. Amendments to Pending Claims 

Please substitute pending claims 1, 60, 104, 1 1 5, and 1 52 with the corresponding 
amended claims, as shown below. 

1 . (Currently Amended) A method of transdermally delivering testosterone to a 
male subject in need thereof, comprising: Administ e ring to tho subjoot a pharmaoolog i oolly 
e ffectiv e amount of a composition to a s e l e ct e d ar e a of skin of th e subj e ct, wh e r e in - th e 
oompooition is a hydroQlooholic g el and fre e of a giyool or a glyc e rol^ and compris e s; 

£a} Providing a pharmaceutical composition in a topical hvdroalcoholic gel 

dosage form, comprising: 

i. testosterone; 

H. about 0, 1% to about 5% (w/w) of at least one penetration enhancer 
selected from the group consisting of: isostcaric acid, octanoic acid> laurvl alcohol, 
cthvl olcate, isopropvl mvristate. butvl stearate> methyl laurate. diisopropvl adipate, 
glyceryl monolaurate. tetrahydrofurfiirvl alcohol, polvethvlene glycol ether, 
polyethylene glycol, propylene glycol, 2-(2-ethoxvethoxv) ethanoL diethvlene glycol 
monomethyl ether. ^Ikvlarvt ether$ of pQlvett^vleff^ pxjdp, pplyethylene oxide 
monomethvl ethers, polvethvlene oxide dimethyl ethers, dimethyl sulfoxide, glycerol, 
cthvl acetate, acetoacetic ester. N-alkvlpyrrolidone. tcroene. and combinations of anv 
of the foregoing: 

iii. about 30% to about 98% fw/w) of a t least one alcohol; and 
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jv. about 0.1% to about 5% fw/wl of a t least one gelling agent; 

wherein the dosage form is not a transdermal patch: and 

£b} administering to the subject a pharmacologicaHv efFective amount o f the gel to 
a selected area of skin such that upon once daily administration of the ge l the testosterone is 
absorbed into the bloodstream of the subject at a rate and duration that maintains a steady- 
state circulating serum concentration of the testosterone that varies no more than 350 ne/dl 
during the approximate 24 hour period between each daily dose. 

wh e r e in the t e stost e ron e is absorb e d i nto th e bloodstream of th e subj e ct at a rot e and duration 
Guoh that the m e thod results in at least on e of th e following: 

(a) a s e rum t e stosteron e Ca v g of about 223 to about 797 ng/dL on th e first day of 

administration to th e subj e ct; 

(b) a serum t e stost e ron e C m « of about 2 88 to about 1 17 8 ng/dL on th e first day of 

administration to the subj e ct; 

(e) a s e rum testost e ron e Q w > of about 92 to about A 1 9 ng/dL on th e first day of 

administration to th e subj e ct; 

^ a gorum testost e ron e Ca v g of about 30^ to about 10 8 6 ng/dL by th e thirti e th 

cons e cutiv e day of administration to the subject; 

(e) a s orum t e stosteron e of about 1 10 to about 16 8 2 ng/dL by the thirti e th 

oons e outiv e day of administration to tho subj e ct; 

0) a s e rum testosterone C» m « of about 312 to about 73 8 ng/dL by th e thirtieth 

cons e cut i v e day of administration to th e subject; or 
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(g) a s e rum t es tostorono n e t A\JC^^ of about 210 to about 476 (nmol*h/L) by 

th e thirtieth con se cutivo day of administration to th e subject . 

2.-4. (Cancelled) 

5. (Previously Amended) The method of claim I, wherein the administration of 
the composition exhibits dose proportionality. 

6. (Previously Amended) The method of claim 1, wherein the method results in a 
Steady-state testosterone 24-hour pharmacokinetics profile in the male subject, wherein the 
profile exhibits a first testosterone serum concentration upon administration of the 
composition and exhibits a second testosterone serum concentration having a small increase 
compared to the first testosterone serum concentration at about two hours alter application, 
followed by a decrease to a third testosterone serum concentration that remains relatively 
constant for the remainder of the day. 

7. (Previously Amended) The method of claim 6, wherein the first testosterone 
serum concentration is between about 400 ng/dL to about 900 ng/dL, the second testosterone 
serum concentration is between about SOO ng^dL to about 1000 ng/dL , and the third 
testosterone serum concentration is between about 450 ng/dL to about 950 ng/dL. 

8. (Previously Amended) The method of claun 6, wherein the third testosterone 
serum concentration is between about 300 ng/dL and about 1,000 ng/dL. 

9. (Previously Amended) The method of claim 1 , wherein the method causes an 
increased average dihydrotestosterone serum concentration in the male subject compared to 
the average dihydrotestosterone serum concentration of the male subject before 

administration of the composition. 
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10. (Previously Amended) The method of claim 1 , wherein the method causes an 
increase in the bone mineral density of the male subject compared to the bone mineral density 
of the male subject before administration of the composition. 

11. (Cancelled) 

12. (Previously Amended) The method of claim 1 , wherein the method causes 
increased libido in the male subject compared to the libido of the male subject before 
administration of the composition. 

1 3. (Previously Amended) The method of claim 1 , wherein the method causes 
improved sexual performance in the male subject compared to the sexual performance of the 
male subject before administration of the composition. 

14. (Cancelled) 

15. (Previously Amended) The method of claim U wherein the method causes 
improved mood in the male subject compared to the mood of the male subject before 
administration of the composition. 

16. (Previously Amended) The m^hod of claim 1, wherein the method causes 
increased muscle strength in the male subject compared to the muscle strength of the male 
subject before administration of the composition. 

17. (Cancelled) 

18. (Previously Amended) The method of claim 1 , wherein the method causes 
improved body composition in the male subject compared to the body composition of the 
male subject before administration of the composition. 

5 
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19.-2). (Cancelled) 

27. (Previoxasly Amended) The method of claim I , wherein the testosterone 
comprises an enantiomer, a racemic mixture, a derivative, a base, or a salt thereof. 

53. (Previously Amended) The method of claim 1 , wherein the composition 
administered weighs about 1.0 gram to about 10 grams. 

54. -55. (Cancelled) 

57. (Previously Amended) The method of claim 1 , wherein the composition 
comprises about O.S % to about 5 % testosterone. 

58. (Previously Amended) The method of claim 1 , wherein the composition 
comprises about 1 % testosterone. 

60. (Currently Amended) The method of claim 1 , wherein the penetration 
enhancer comprises about 0,25 % to about 2.5 % isopropyl myristate. 

6 1 . (Previously Amended) The method of claim 1 , wherein the penetration 

enhancer comprises about 0.5 % isopropyl myristate. 

62. (Previously Amended) The method of claim 1 , wherein the gelling agent is 
polyacrylic acid. 

63. (Previously Amended) The method of claim 62, wherein the composition 
comprises about 0.9 % polyacrylic acid. 

64. (Cancelled) 
79. (Cancelled) 
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80. (Previously Added) The method of claim I , wherein the serum testosterone 
concentration is maintained between about 400 ng testosterone per dl serum to about 1050 ng 
testosterone per dl serum. 

81. (Previously Added) The method of claim 1, wherein for each about 0.1 gram 
per day administration of the composition to the skin, an increase of at least about 3 ng/dl in 
serum testosterone concentration results in the subject 

82. (Previously Added) The method of claim 1 , wherein the composition is 
provided to the subject for daily administration in a dose of approximately 0.1 g, 2.S g, S g, 
7.5 g, or lOg. 

83. (Previously Added) The method of cl^m 82, wherein the dose is 
approximately a 5 g dose delivering about 50 mg to about 100 mg of testosterone to the skin. 

84. (Previously Added) The method of claim 82, wherein the dose is 
approximately a 7,5 mg dose delivering about 50 mg to about 100 mg of testosterone to the 
skin. 

85. (Previously Added) The method of claim 82, wherein the dose is 
approximately a 10 g dose delivering 50 mg to about 100 mg of testosterone to the skin. 

86. -87. (Cancelled) 

88. (Previously Added) The method of claim 1, wherein after at least about 30 
days of daily administration serum testosterone concentration in the subject is at lease about 
490 ng/dl to about 860 ng/dl. 

89. -92. (Cancelled) 
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93. (Previously Added) Th method of claim 1 , wherein the subject has primary 
hypogonadism prior to administration. 

94. (Cancelled) 

95. (Previously Added) The method of claim 1 , wherein the subject has secondary 
hypogonadism prior to administration. 

96. -103. (Cancelled) 

1 04, (Currently Amended) A method of transdermally delivering testosterone to a 
male subject in need thereof, comprising: 

(a) pr e paring a hydrQalcohoiic gel <3omposition which oompris e s Providing a 
oharmaccutical composition in a topical hvdroalcoholic gel dosage form, comprising: 

i. testosterone; 

iL about 0.1% to about 5% fwAv) of at least one penetration enhancer selected 
from the group consisting of: isostearic acid, octanoic acid, laurvl alcohol, ethvl olcatc, 
isopropvl mvristate, butvl stearate. methyl laurate, diisopropvl adipate. givcervl monolaurate, 
tctrahvdrofurfurvl alcohol, polyethylene glycol ether, polyethylene givcol. propylene glycol. 
2-(2-cthoxvethoxv) ethanoL diethviene glycol monomcthvl ether, alkvlarvl ethers of 
polyethylene oxide, polyethylene oxide monomethvl ethers, polyethylene oxide dimethyl 
ethers, dimethyl sulfoxide, glycerol, ethvl acetate, acetoacetic ester, N-alkvlpyrrolidone. 
terpene, and combinations of anv of the foregoing; 

ilL about 30% to about 98% fwAv) of a t least one alcohol_Land 

bu about Q.1% to about S% (wM of at least one gelling agent; 
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wherein the dosag form is not a transdermal patch: a nd 

(b) administering to the subject a pharmacologically effective amount of the gel to 
a selected area of skin wherein for every about 0.1 g of eel/day administered, there is a 
corresponding increase of about S ng/dL in serum testosterone concentration. 

^plyin g th e composition to a colect e d ar e a of skin of th e subject in an 

amount e fF e otiv e to tr e at hypogonad i sm in the subject; 

and wherein th e composition do e s not comprise a glyool or a glyc e rol . 

105.-107. (Cancelled) 

108. (Previously Added) The method of claim 104, wherein the application of the 
compusilion exhibits dose proportionality. 

1 09. (Previously Added) The method of claim 1 04, wherein the testosterone 
comprises an enantiomer, a racemic mixture, a derivative, a base, or a salt thereof. 

1 1 0. (Previously Added) The method of claim 1 04, wherein the composition 
applied wei^s about 1 gram to about 10 grams. 

11 1. -112. (Cancelled) 

113. (Previously Added) The method of claim 1 04, wherein the composition 
comprises about 0.5 % to about 5 % testosterone. 

1 14. (Previously Added) The method of claim 1 04, wherein the composition 
comprises about 1% testosterone. 
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1 15. (Curr ntly Amended) The method of claim 104, wherein the penetration 
enhancer comprises about Q.2S% to about 2.5 % isopropyl myristate. 

1 16. (Previously Added) The method of claim 104, wherein the penetration 
enhancer comprises about 0.5% isopropyl myristate. 

1 1 7. (Previously Added) The method of claim 104, wherein the gelling agent is 
polyacrylic acid. 

1 1 8. (Previously Added) The method of claim 1 17, wherein the composition 
comprises about 0.9 % polyacrylic acid. 

119. (Cancelled) 

120. (Previously Added) The method of claim 1 04, wherein the testosterone is 
absorbed into the bloodstream of the subject at a rate and duration that maintains a circulating 
serum concentration of the testosterone greater than about 400 ng testosterone per dl serum 
during a time period beginning about 2 hours after application and ending about 24 hours 
after application. 

121 . (Previously Added) The method of claim 104, wherein the serum testosterone 
concentration is maintained between about 400 ng testosterone per dl serum to about 1050 ng 
testosterone per dl serum during a time period beginning about 2 hours after application and 
ending about 24 hours after application. 

122. (Cancelled) 

1 23. (Previously Added) The method of claim 1 04, wherein the composition is 
provided to the subject for daily application in a dose of approximately 0.1 g, 2.5 g, 5 g, 7.5 
g, or 10 g. 

10 



Received from < MBRU - Chicago > ai 6/30/03 4:20:01 PM [Eastern DayUgm Time] 



MBR&M - Chicago 06/30/2003 3:09 PAGE 16/19 RightFAX 



124. (Previously Added) The method of claim 123, wherein the dose is 
approximately a 5 g dose delivering about 50 mg to about 100 mg of testosterone to the skin. 

125. (Previously Added) The method of claim 123, wherein the dose is 
approximately a 7.5 mg dose delivering about 50 mg to about 100 mg of testosterone to the 
skin. 

126. (Previously Added) The method of claim 123, wherein the dose is 
approximately a 10 g dose delivering 50 mg to about 100 mg of testosterone to the skin. 

127. -129. (Cancelled) 

1 30. (Previously Added) The method of claim 1 04, wherein after at least about 30 
days of daily application serum testosterone concentration in the subject is about 490 ng/dl to 
about 860 ng/dl. 

131. -134. (Cancelled) 

1 35. (Previously Added) The method of claim 1 04, wherein the subject has primary 
hypogonadism prior to application. 

136. (Cancelled) 

137. (Previously Added) The method of claim 104, wherein the subject has 
secondary hypogonadism prior to application. 

138. -151. (Cancelled) 

152. (Currently Amended) A pharmaceutical composition in th e form of a 
hydroalooholio a topical hvdroalcoholic g el dosage form> comprising: 
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i, testosterone; 

iL about 0.1% to about S% (w/w) of at least one penetration enhancer selected 
from the group consisting of: isostearic acid, octanoic acid, taurvl alcohoL ethyl oleate, 
isopropvl mvristate. butvl stearate. methvl laurate. diisopropvl adipate. glycery l monolaurate, 
tetrahydrofiirfiiryl alcohoL polyethylene glycol ether, polyethylene plvcoL p ropylene glvcoK 
2-f2-ethoxvethoxy) ethanoL diethvlene glycol monome t hvl ether, alkvlaryl ethers of 
polyethylene oxide> polyethylene oxide monomethvl ethers, polyethylene oxide dimethyl 
ethers, dimethyl sulfoxide, glycerol, ethyl acetate, acetoacetic ester. N-alk y|pvrrolidone, 
terpene, and combinations of any of the foregoing; and 

iii, about 30% to about 98% f w/w) of at least one alcohol ; and 

iv. about 0.1% to about 5% fw/wl of at least one gelling agent: 
wherein the dosage form is not a transdermal patch: and 

b. wherein when a pharmacologically effectiye amount of the gel is administered 
once daily to a selected area of skin of a male subject, the testosterone is absorbed into the 
bloodstream of the subject at a rate and duration that maintains a steadv-state circulating 
scrum concentration of the testosterone that yaries no more than 350 n g/dl during the 
a pproximate 24 hour period between each daily dose. 

wh e r e in upon onc e daily administration of the composition to a s e l e cted ar e a of skin 
of a s ubject, th e t e stost e ron e is absorbed into the bloodstr e am of th e subj e ct ot a rate and 
duration such that the administration result s in at least on e of tho following: 

(a) a s e rum testosteron e Ca vg of about 30^ to about 10 8 6 ng/dL by tho thirti e th 

oonscoutive day of administration to the subj e ct j 
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(b) a sorum tostoGtcronc of about ^ 10 to about 1 6 8 3 ng/dL by the thirtieth 

cons e cutiv e day of admini s tration to th e gaibject; 

a s e rum t es tost e ron e Cmw of about 212 to about 738 ng/dL on the thirtieth 

oonseoutivo day of administration to th e subj e ct; or 

(4) a s erum testost e ron e n e t AUC( » ^ of about 210 to about ^76 (nmol*h/L) by 

th e thirtieth oons e outiv e day of administration to the subject. 

153.-165. (Cancelled) 
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CONCLUSION 

With entry of the above Supplemental Amendment B, it is respectfully submitted that 
the pending claims are in condition for allowance. 

None of Applicants' amendments or cancellations are to be construed as dedicating 
any such subject matter to the public, and Applicants reserve all rights to pursue any such 
subject matter in this or a related patent application. The amendments are made solely lo 
expedite prosecution. 

The Examiner is invited to call Applicant's undersigned attorney at (312) 701-7283 
for questions and to expedite prosecution. 

Respectfully submitted, 




Joseph A. Mahoney 
Reg. Nu. 38,956 

MAYER, BROWN, ROWE & MAW 
P.O. BOX 2828 

CHICAGO, ILLINOIS 60690-2828 
(312) 701-7283 
Dated: June 30, 2003 
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